BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and are provided with free text boxes to elaborate on their assessment. These free text comments are reproduced below.
REVIEWER
Daniela Kroshinsky Massachusetts General Hospital, USA REVIEW RETURNED 16-Jan-2018
GENERAL COMMENTS
Important study done addressing a common and burdensome disease in an at-risk population. It would have been interesting to have a breakdown of the patients included once the studies were merge as a Table 1 of sorts to assess things like immunosuppression, skin and nail fungal infection (unless this is what was meant by intertrigo which I considered to be maceration), etc. Also, a significant limitation is that 4 potentially eligible studies were excluded as full text was not available-this could skew the analysis and results. Obesity may also be a risk factor if lower extremity edema is a complication of this. Finally, it should be acknowledged somewhere that up to 30% of patients with cellulitis have an alternate diagnosis and this may be a limitation from retrospective analyses.
REVIEWER
Jo Leonardi-Bee University of Nottingham, UK REVIEW RETURNED 02-Mar-2018
GENERAL COMMENTS
This systematic review focuses on lower limb cellulitis in Africa.
Overall the study is generally performed well, and mostly easy to read however, several points need attention: 1. This review aims to do many things -identify risk factors for cellulitis, complications as a result of cellulitis, and identify risk factors for complications of cellulitis. Therefore, it is slightly difficult to follow the methods for this in places.
2. The search dates should be included in the abstract 3. The number of studies identifying each risk factor should be reported in the abstract 4. Methods: the authors mention that they extracted odds ratios and adjusted odds ratios -what about if a study used a different measure of effect -were these extracted as well? If so, were they used as extracted or converted into an odds ratio? 5. The authors used a risk of bias tool for prevalence studies and report that the information was presented in the table s-however, the tables do not fit on the page and therefore this information is currently not visible. Thus it is hard to determine whether the correct tool was used for the risk of bias assessment as many of these studies are looking at risk factors rather than prevalence. for example, does the tool assess risk of bias relating to comparability, which is a major source of bias that needs to be controlled for in the included studies? 6. The author do not have a statistical analysis section -it is therefore hard to know whether they were aiming to pool the studies using meta-analysis (as one would anticipate), or they were going to use a narrative synthesis approach. However, even with a narrative synthesis approach, it is good practice for the methods relating to the approach taken for this to be presented in such a section 7. Twelve studies were excluded at the full text stage, but information relating to the reasons for exclusion and the citations of these studies is not presented in the results of the manuscript. 8. The studies are categorised into high, medium, and low qualityhowever, the cut off for determining this are not presented in the methods section. Also, I am surprised that the studies have been categorised by quality, since the tool aims to assess the risk of bias 9.Odds ratios for the risk factors are presented in the text, but no 95% CI are presented; therefore it is difficult to determine whether the result was statistically significant. Additionally, the authors do not seem to have presented the risk factors which were not associated with cellulitis -it is important that these are presented too. 10. Overall the results are presented so briefly that it is really hard to get a feel of what the findings of the seven studies were 11. Given the very small number of studies which have reported the findings, I think the discussion, limitations and conclusion sections need to reflect this and thus be more cautionary VERSION 1 -AUTHOR RESPONSE Reviewer #1 I would like to thank the authors of this well-written paper which addresses important clinical questions about risk factors and complications of cellulitis in Africa. It is the first systematic review on this topic in Africa to my knowledge. The methodology seems sound.
Reviewer's comment 1 The two areas I noticed that require small changes are that the data show cellulitis is most common in the 5th to 8th decades of life (mid 40s to mid 70s). Somebody in their mid 40s is in their 5th decadenot the 4th. I would give more explanation as to the methods used in Africa by the population for skin depigmentation -and why this should predispose to cellulitis -as it will not be obvious to the general reader. I assume it is because potent topical corticosteroids are used long term -leading to skin atrophy and fragility, but this is not completely clear.
I have attached below for the possible interest of the authors a paper that my colleague and I published a few months ago in the British Journal of Dermatology looking at risk factors for cellulitis in a cohort of 1500 English patients.
Authors' Response 1 Thank you for your comment. We have provided more explanations on the methods used for depigmentation. The Discussion section/P4/L3-8 now reads 'Most of these products contain potent corticosteroids leading to skin atrophy, dyschromia, hypertrichosis and striae in the long run. The resulting fragile skin is more susceptible to penetration and colonisation by cellulitis causing pathogens [29, 31] . This practice is increasingly being associated with lower limb cellulitis in African women and is a major cause of morbidity as systemic absorption of these potent corticosteroids could result in hypertension, diabetes, and adrenal insufficiency [32] .' P17 L12 has been edited to prevent misunderstandings. This section now reads: 'The median age of 43.7 -73 years, indicates that lower limb cellulitis predominantly affects individuals in Africa between their mid-forties and mid-seventies' Reviewer #2 This is an important topic but as discussed, the number of studies remain low. Nonetheless, to further improve the paper Reviewer's comment 1 further statistical analysis should be performed. What is the pooled odds ratio for the various risk factors such as obesity / edema / intertrigo. A forest plot might be useful.
Authors' Response 1 Thank you for the suggestion. However, a meta-regression was not advisable in this case due to the small number of studies and an anticipated high heterogeneity among the included studies.
Consequently, the findings were summarized in a narrative fashion. The Method section/Data synthesis and analysis subsection, now reads: "Due to the small number and evident heterogeneity among studies reporting on a wide variety of risk factors, complications and factors associated with the complication of cellulitis, the findings herein were presented using tables and narrative summaries."
Reviewer's comment 2 Similarly, pooled odds should be given in the results for risk factors of abscesses -eg. delay in antibiotics. Authors' Response 2 Thank you for the suggestion. Please, see our response to your comment above.
Reviewer #3 Important study done addressing a common and burdensome disease in an at-risk population.
Reviewer's comment 1 It would have been interesting to have a breakdown of the patients included once the studies were merge as a Table 1 of sorts to assess things like immunosuppression, skin and nail fungal infection (unless this is what was meant by intertrigo which I considered to be maceration), etc.
Authors' Response 1 Thanks for your suggestion. The marked heterogeneity between the studies included in our review, precluded the merging of the individual studies. This limited a comprehensive breakdown of individual risk factors.
Reviewer's comment 2 Also, a significant limitation is that 4 potentially eligible studies were excluded as full text was not available-this could skew the analysis and results.
Authors' Response 2 Thank you. This indeed is a significant limitation and has been highlighted in the manuscript. The discussion section/P8/L5 -7 now reads: " In addition, the very small number of included and the exclusion of four potentially eligible studies could introduce bias in the observed in the findings presented in this review."
Reviewer's comment 3 Obesity may also be a risk factor if lower extremity edema is a complication of this.
Authors' Response 3 Thank for your comment. However, the author found it difficult to understand the reviewer's point here.
Reviewer's comment 4 Finally, it should be acknowledged somewhere that up to 30% of patients with cellulitis have an alternate diagnosis and this may be a limitation from retrospective analyses.
Authors' Response 3 Thanks for your suggestion. This has been acknowledged as a limitation to our review. The Discussion section/P 8/L7 -8 now reads: "Over 30% of cases of cellulitis have an alternative diagnosis [42] . This is a potential limitation to our study, especially from retrospective studies."
Reviewer #4
This systematic review focuses on lower limb cellulitis in Africa. Overall the study is generally performed well, and mostly easy to read however, several points need attention:
Reviewer's comment 1 1. This review aims to do many things -identify risk factors for cellulitis, complications as a result of cellulitis, and identify risk factors for complications of cellulitis. Therefore, it is slightly difficult to follow the methods for this in places.
Authors' Response 1 Thanks for your suggestion. We have significantly edited the method section, especially the data extraction and data synthesis sections, for better comprehension.
Reviewer's comment 2 2. The search dates should be included in the abstract.
Authors' Response 2
Thank you. We have included search dates in the abstract.
Reviewer's comment 3 3. The number of studies identifying each risk factor should be reported in the abstract Authors' Response 3 Thank you for your suggestion. We the number of studies identifying each risk factor has been added to the abstract.
Reviewer's comment 4 4. Methods: the authors mention that they extracted odds ratios and adjusted odds ratios -what about if a study used a different measure of effect -were these extracted as well? If so, were they used as extracted or converted into an odds ratio?
Authors' Response 4 Thank you for this concern. The odd's ratio was the measure of association reported by all studies. This was reported as without any conversions. Reviewer's comment 5 5. The authors used a risk of bias tool for prevalence studies and report that the information was presented in the table s-however, the tables do not fit on the page and therefore this information is currently not visible. Thus it is hard to determine whether the correct tool was used for the risk of bias assessment as many of these studies are looking at risk factors rather than prevalence. for example, does the tool assess risk of bias relating to comparability, which is a major source of bias that needs to be controlled for in the included studies?
